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(1) The ant i- tumour agent contg. the antibody to adenocarcinama 
membrane protein and the antibody binding anti-tumour agent, is new. 
(2) The anti-tumour agent in (1) of which antibody binding anti-tumour 
agent is anti-tumour antibiotic, is new. (3) The anti-tumour agent in 
(2) of which antibody binding anti-tumour agent is adriamycin, is new. 
(4) The anti-tumour agent in (1-4) of which the antibody is monoclonal 
antibody to the peptide of hydrophobic extracellular region of 
C-erbB-2, is new. (5) The anti-tumour agent in (4) of which the antigen 
is the peptide (His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val- 
Gly-Glu-Gly-Leu) , is new. 

USE/ADVANTAGE - The anti-tumour agent has stronger cytotoxic 
effect to C-erbB-2 producing tumour than using adriamycin only. The 
side effect of the new agent is decrease. 

In an example, mice were immunised by the peptide 
(His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val- Gly-Glu-Gly-Leu) as 
antigen. The immunised spleen cells and ASP2/0 were fused and the 
hybridoma was prepd. The monoclonal antibody was prepd. from the 
hybridoma. The monoclonal and SPDP were mixed at 30-150 : 1 and reacted 
at 30 deg.C for 30 mins. SPDP-monoclonal antibody and SPDP-adriamycin 
were reacted at 4 deg.C for 90 mins. in the soln. contg. 50mM 
triethylamine, 50mM NaCl, and ImM ethylenediamine tetraacetate (pH8.0). 
The monoclonal antibody binding adriamycin was added to the 
adenocarcinoma (expressed c-erbB-2) cell culture. The cytoxic activity 
of the anti-tumour agent was dependent on the expression amt . of 
C-erbB-2. The same IC50 as adriamycin use, was obtd. by 1/20 vol. use 
of the new agent 
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5 t ^mLt-r^n^m i omm. 

[»«54] Sjte?c-e r bB-2ffi®®ae®* 
His-Thr-Ala-Asn-Arg-Pro-Glu-A 

[0 0 0 1] 

b B - 2 ®S!|&<£s*-r^iS«aiietS!i«6«j!fegiffi^ji:M 

[0 0 0 2] 

[^*5feCDft$lj] 7HU'7'r-i'-» (Ad r 1 amyc i 
n) hP^hS-feX • ea.— feg^^^X ♦ /VV 

• ^i^^T- (S t r e p t omy ces peucet 
iusvar. caesius) ifi<E>^M'^tl^^^^ 

!?fiK=S*^2=fei?. rgisis^b^ (II) -f&mm^tm 

(Di9ljgSttfflM-J j£;il»Jig (895 5-9-2 0) p. 
4 7 4-4 7 5) V ^m<Oihm\t\i. *tUTJ107H 

[0 0 0 3] THUTV-f 5^>fclSe)f 

[0 0 0 4] 

t <£ B« tf s '6>©T?ai5. 

[0 0 0 5] 

[g|g?£«?9l-r5fc*©f^ga.*525gtt, ±IB@W*ji 
[0 0 0 6] •tc:-cft:*ffi*>^<tt>f»ife«. US, l^fc 

%m\zis\,^xiiim\zmmvr\,^^, mm^c- e r b 
B - 2 (D%-mm> tis.t>%mmm.m'^<Dm.^%\zm 

U. Jintiiieailt©^^^: (conjugate) 



(2) !^M¥5-117 16 5 

2 

[flii] 

sp-Glu-Cys-Val-Gly-Glu-Gly-Leu 

[0 0 0 7] -Tft^^-^+JEBgiJ, Ji«^?£fi^^-r^J[SS^Pl 

[0 0 0 8] *56MtciJV5TB, m%mf&<Dmw^n^ 

[0 0 0 9] ±ffi©J;'5fc$ijSi:L'TK. KIKSeSS. 

JSae? c - e r b B - 2 ©^SSgl^ffc^Mt tT**J 
CftfflTfr -5. ffijtts^ c - e r b B - 2 li, ^36^^ 

tti^i■^a:l 8 5 kD a©iiKfitt©SeK*^-&SnT 
Vi^.©T, Iin&^-©*SXtt-€-©gS^^'^:/5'H«taK 

[0 0 1 0] S#IC-OV>Ttt, c-e r bB-2]gigj© 

gaR75yKgB?ij©+T, mm\-<DU»\zi(gi^n>n 

3!Kttfii5&©'^:/9"H (75/KSS»:*5l 0-2 0) & 

3Siffl)es#awfc^^-r-5c:i:*^-c^*©T, ^mvm, 
jpj t ^^-ti L i^s ^1 1 fci o T*%?q fr^^-r <mfcjK 

[0 0 11] giS-;:/^HtbT», m(f^E-r«.# 

fiJCffifflT#-5!&t, ^n©*-iClS5£^n-5'fe©Ttt?S: 

<, i~4©'<::/?Ht>^fiJic^5fflr-5;it*^^«. 
[0 0 12] ::©<t5;a:ftM*^e>#fcta«:tt, =&a©fiv 
50 3S?Mt«-&-B-b*TBWfrSft^$iJ!5Sl]i&Si§rs© 
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(3) 

3 

[0 0 13] :^mm\zhrciA'yxmmmmomm&m 
0mm^mMtvx\m<D%(Difimi^n^ : rif^f-j 

[0 0 14] 

8i{*:»> %m^<Dmmix\tis.<^^-mm\^xtmm\z 

7iiffi«)TiiS<JSiiiliaSiEflll.t)ffl^iCS?IS-r52:t*t-C it? 

[0 0 15] *s§igtc«^iiimfiK«jtt, tfi«^4^-&-r 
^^mit.^Wh<r>i^^^^^^^^^t\^xz.n\z.nm so 

[0 0 16] gpts-^wfcfeois^tbTtt, im> % 
%nn. wm. ^a^^m <vy\-n. xu+v'^v 



#HSF5- 1 17 16 5 

4 

<, #ffiftte?B, IKJ^Sd, s 

[0 0 17] *5!Mt«sisi?tiia^ti©s-^*fi. ^© 

S) ^0. 0 1~1 0 0 Omg/kg. $fSL/<ttO. 
1~1 0 Omg/kgtS^-rs. 

[0 0 18] *^Kfc*viTffiffl-r5tn:ft:tt, 

•^XlrjttUTSJ^bfc^i^. ;3>JS:<tfel 0 Omg/V 

-)eit^A©ii^, 4 OrngSrSma-^ 
U S:*:tS-^©fF$Stt5 0 Omg-cfeO. T-i^xw^ 
^tt 5 0 0 M g *^a;«clf§*Tfe 0 . L.fc*io T*56I3 

fC'^ ft-&(^j©mttStt« ;ins©<»lJ^±tVi5c:tt 
T. :^^mt:m^m^xs-mmm\z^^mz^h<mmt 

[0 0 19] 

m^mi] c-e rhB-2m'Skt^\ZJz^X=i-]^ 
$ n&S#»©iffi*tta5© S C h o u - F a s m a n ©:& 

s^iaviTi^^u -€-n&©vi<t3*ifc-pviT, -^-©^ 

T, c-erbB-2 ©Sg^JJ^^^SnTliSaSifflSa 

*sK-BR-iinc^-r5RrtJtt^. SBsasrSffifliL' 

fcEL I SAJ^Tig'^, Tffi^lT^^nSSlg©!^ 
[0 0 2 0] 

[SI] 
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(4) 
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A :f ^ K 






1 


His-Asn-Gln-Glu-Val-Thr-Ala-Glu- 
Asp-Gly-Thr-Gln-Arg-Cys-Glu-Lys 


318~333 


+ + 


2 


Thr-Leu-Ile-Asp-Thr-Asn-Arg-Ser- 
Arg-Ala 


182~191 


+ + 


3 


Leu-Arg-Ser-Leu-Arg-Glu-Leu-Gly- 
Leu-Ala 


455—466 


+ 


4 


Tyr-Met-Pro-Ile-Trp-Lys-Phe-Pro- 
Asp-Giu-Glu-Gly-Ala 


610-622 


+ 


5 


His-Thr-Ala-Asn-Arg-Pro-Glu-Asp- 
Glu-Cys-Val-Gly-Glu-Gly-Lue 


495—509 


+ + + + + 



[0 0 2 1] ±l3iS*/&^ e> W Sd^ft: J; o\Z. c - e r b 

B - 2 jgae^-«ft©®eHT = y m.mm'pnmm^m 

[0 0 2 2] 

[^JS«SJ1] c-e r bB-2«5ae?^CJ:oTn-H 
$nfcStlONSS49 5*>e.509*"C©S»O'^:/5' 30 

i:K)^&vtc-^^7.mmf&t, v^77.#fiiiittiBa (sp 

2/0) S«BSaM^Si3:, /W:/U H-vSf^K-T*;! 

[0 0 2 3] ln:IS'^:/5^Htt, 75/KBB?lJ)&mTAN 
RPEDECVGEGLT*-5^^'^:?'5^Ht. ^■\'U 

(KLH) ^i^;Pi5'JPT;UxtH^fflViT5e<§^-&Tff 
Sbfc. fPKO*j*tt. G. Wa 1 t e T^(D^m (P 40 
ro C. Natl, Acad. Sci,. 7 7. 6 1 
9 7, 1 9 8 0) \zmcrc. ^fe&tt. ±iBStaJS 

B e h z a d i a n. M. A. ^O;^^ (Cell 
Struct. Funct., JjOL. 2 19, 198 
5) \zmcrnfs.^1t. X^"J-->i/ttEL I SAS 

[0 0 2 4] #e>nfct/i'n-:J-;i^tn:ftttt he -e 
r bB-2g«&<£^IIS-rs. U^. :i0^yi/a-±)V 
taft:*^ c-erbB-2 S^JC^T S feO-e*5SA^S 50 



c-erbB-2 ©^SA^lSt^SnTVisaSiffl 
fla*SK-BR-III©SeH'£'*S-me t h i on 

[00 2 5] 

[I. ^:yi'a-:h;w^t#:o$JjS] 
[00 26] 

[ (1) Vimm&nomm mm^-^^vo-^mt. a 

Img KLHt3mg'>^:/5"H«0. lMU>Kg» 
ar (pH7. 2) tl^t?. 2. 5 9gi/;V^';i'7;krt FT? 

hH^&|Sj5<fc*C 0. 0 lMU>KlS®jK (PH7. 
4) +0. 15M NaC 1 tt'TfSWSffiftofc. 
[0 0 2 7] 

[(2) ftm 1 0 0MgffasMe»t7a'f>H^^ 

^7i^iK>h'*. Ba 1 b/c-7':7XOSTC14 0 

rmrsmi^^vrc, ^•:/^v\zM'r^tK^imifin^n 

Tl'>?)*»S*»«. '^:/5^HS:9 6^Mc:/^-McS5eUE 
L 1 SAj*T?sB'^fc. J:©^. ta-^'^X I gGlC»3SIP 

-5. 

[0 0 28] 

[ (3) mmu^] ^egE$nfeBa i b/cv«j7x©fff 

iSSMffib, RPMI 1 64 OSlfi+TBifflBaSffU 
ar. T':;X#ffilSiaifiaSP2/0S:JI¥il)BIS©l/5 

-1/10 ftin^, R PM 1 ?&S4:--eig5tifc«, jp'J X 
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7 

^n-->y*ff;iofc. ;^i"J-:^>^ttEL i S A 

[0 0 2 9] 

[ (4) ffu—^Atm-owm #^nfc/w:/>j 

H-T*, 15% FCS, if;P^'5>e> 'T^v'jl'J 

>&^^fc'RPMI 1 6 4 o^tt-cJijiL. xisja 

a, 7^'JX^>S^bfcBa 1 b/cTC7;^©|gei'3fc 
tSIJg (10' /E) SlS-^fS. i|i?)3jaM^, Ig**® 
Dit'D>5}'8ISff)4V>. ±ffl*»e)DEAE-feJl'0-;^;<j9 

[0 0 3 0] 

[II. c-e r bB-2||!gjt^f5^:/i'D-:J-;P$i 
[0 0 3 1] 

[ (1) Jn:ft:©-y-:/i7 7X®|5|fe] Ouc h t e r l o 
I gGt. #^nfc^>'i7D-:J-JUSi{|:^l%«^«1'T 

[0 0 3 2] 

[ (2) ^^^S] -fe7ri"J;WS-3 0 0 supe r f 
[0 0 3 3] 

[ (3) R^®^&S#tt] "S-me th i on inT 

M e a ?&Mitgii b s K - B R - 1 II ifflia s BfSfl: 

<fc.5itjSiKl©Scll©i^»^, SDSm»l!l (7. 5 
%) -PMIIU ■5-®y;i'©:^--h7v:i-i^77>f-Slt 
"pfctJl^, 185kDa (*jaiC-*©A'> H*^^^^ 
nfc. il©^J'^fi«thc-e r bB-2S4*jt|^i;T 
a&O, i:©Ji#*tc-e rbB-2g«>)SrS?^UTV>2> 

[00 34] 
[^«!||2] 
[0 0 3 5] 

[ (1) 7HWTV-f->>©il8!l] 

H (DMSD) THl^TV'fS' 
>i3- (2-t:<Ji7;i/v5':t) :/Dt!:t>^N-:^^7 

-»'f5>';u (SPDP) ^^^;nt-c?g^u 3~6 



(5) #g8JP5- 1 1 7 1 6 5 

8 

[0 0 3 6] 

[ (2) 7HU7'T'f>'>ttft«:t©S^fl:©|IIS] H 

;HtT?3 0~1 5 0 : l©iiJ^TJi^b, 3 0'CT?3 0 
i)-KSl&:$-a-fc. ri:TSPDP©fi*|jSmi5~i 0 
mMfcfeSj;5tilSU *MJS©S PDPKPD- 1 

o^^A-ri^vifc. 

[0 0 3 7] e:®±pfcLTSPDP-eftfliiL;fc^:/i' 

i<7 U-±)VmWt.±Mm ( 1 ) S P D PliEfi57 H 

^7V'f-»ti£v pH8. 0®5 OmMhUX5^;l^7 
$X 5 OmM^ifl:•:^^'J^7A, lmMxg^U'>i;75 
. >xh7»KjR*T, 4tT?9 0^>[gKJ6:$itfc. *5 
|&OSPDP*5V>«7KW7-7'f-»ttPD-l 0* 

[0 0 3 8] 

mmm^\ ^SS*3 2Tigl39Ufc7Hl/7T'T-»tSi 
<*:i:©jg^(^©ISiaBIS3a«S;^C®;&feT?tl5Lfc. 

^ K-BR-III, BT-4 7 4. MCF- 7. d®]!!^ 
-Ciifflfla®3K3ie^c - e r bB - 2®5§Sfit)^!^<ife 

[0 039] 

[ (1) ismi mmimm-. wm\^tz.:^^'^m.nr 

*»cg#U i9:4S^7 2i^WbT*#iHBIiaSc*tta!ll/T 
[0 0 4 0] m^nm^^^M^ ±Et±oTjB!lSbfc 

^#aa)iasc*^e> aa)iaii««i«^= (Co-ci) /co 

JO XI 00©^fcL-fc*t-3Tfl[tflLfc. iiCfciSV^T. C 
0 tt«6tJS«fflBa(c*S:ftJfi*<&iS#Lfci:#©^ffiaBie 

[0 04 1] 

[ (2) ig«] SK-BR-IIIfc?*-r*7Hl/'7-7-f 

-»fistiSH8aiijeai«M^t®Ht^s*-rt0 1 ©t* 

DTfcofc, 0*, att*SJ-&(*:, btt7HU7V-f-> 

[0 0 4 2] ^fcftKSlffliei'iSV^T, ta3S^i[I®5 0% 

4<? TIBT-5S2®^**t#^nfc. 
[0043] 
[S2] 
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m m <ni mm 




0 (10-» M) 


b / a 
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S K 


- B R - III 


1.3 




30 


23 


B T 


-474 


1.8 




>100 


>56 


M C 


K - 7 


2.5 




2.5 


1 



b/a : a iCjtf-rs b (0 I Csofii(Z)t!|-^S:5^'t. 

fjitS. B T-4 7 4 ^CfcH^r, 1 0-''MlJtTOr K 
u r V >f i/ V w ta ^ 28 X' li ^ JIBI Jia 5^ ^ «l IS $ *i ^ 

A^ofc. ) 



CO 044] 

r b B - 2 ©^sstc&#LT*3D, ^(D^mmmt^ 

[0 0 4 5] ^fcb/a©:«*>8, 
tt, SK-BR-IIljffljeTtt, THl/TY-fe^^^a 

l9:#tcJt^T*?i2 o^^oio^ft-ei^lfoi C6ofi*tff 

3a«**-r t><0TS2). [0048] 
[0 0 4 6] S(C, BT-4 7 4ifflteT, JYVy^-i [g3] 

It ^ij © ift 

(1) lli«*fi2-C|3jgLfcg?^(*: 

(2) ^ U 

(3) ^ D p r if y-;!/ 

(4) J^i^:»K^g:^ h U -t/ A 

[0 0 4 9] 

c-erbB-2 OM^^M^-^r ^mmm^MX^X. 7 



[0 0 4 7] 

(4) ©^^S^^$38e@*1 0 0 Oml (C^^L-m 7 
yrTMZ 1 m 1 -fT^^^ftbT, ttM^J 1 0 0 O^SISji 
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5 g 
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[^^©iJi?^] 
a : i^%mz%Z,^if(. 
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